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A HOMOZYGOUS MUTATION IN THE GENE E NC0D,N J?JN TE ^ o R '!l ,f ' N 

Functional ep.dermolys.s bullosa v^thpylor^res^^^^ 

C, Zambruno. Istituto Oermopatico deirimmacolata, Rome & Osp. S. Chiara, iremo, 
Itatv A INSERM U385, Nice. France. ^ . 

The a6 P 4 integrin heterodimer is a receptor for laminin 5, the major adhes.or » gand 
of klratinocytes and is the crucial component for the assembly and staMty o 
nWdesmosomes. Recently, two distinct mutations in ^.^^^^6 
have been identified in a variant of junctional eptdermolys.s bullosa (JEB) assoaated 

r«J«n> aL«ifl (PA-JEB> in this report we describe the first mutation in the a6 

the disease RT-PCR amplification and sequence analysis of the a6 _n ntegnn tra ft 
sc^pt showed a single base <C) de.etion at position ^^^^SS^ 
results in a frameshift and a premature termination codon W bp_ ^^ a ™ ^ 
268) Genomic DNA sequencing and allele specie oll 90 nud K e0 ^ e a ^SO^na^ 
drmons" ated the homozygous state of the ™f 

parents to be heterozygous healthy earners for the same ration. .As the ramy 
requested a prenatal diagnosis for a new W n »^ A ^ 16 a ™^S 
performed on genomic DNA from a skin biopsy obta.ned at 16 week s Q«*»J°"- 
reveal that the fetus was a heterozygous healthy earner. Our results 
despite L ability of a6 to assodate with both the P 1 and P 4 ^n subun, and its 
expression in tissues where P 4 is not found, mutations in 

^^^^ 

of epidermis and other epithelia recently described m both a6 and p4 null mice. 
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THE SUBCELLULAR DISTRIBUTION OF BULLOUS PEMPHIGOID ANTIGEN 
.c ocr-in atfd BY THE B4 INTEGRIN SUBUNIT. J.«M BomdPn, 

sssss^s^S^r- « cc " Bio!og> - The " s 

adhesion ^."^^^^^ of HDs is incomplete. To investigate the 

^^^Wl^^S^^^"^^ component, the «6£ integrin »e 
-interaction of BP180 with ano mr n Bpig0 wilh cDNAs cncoding 

have cotrans ec «J COS-7 «Hs, whw n p. ^ Qf Bpig0 ^ thf 

mutant forms of BP 180, ano 01 ao« - consisl j ng 0 f the membrane 

c^^^^^^^^^^y^^^l of BP180, were 
localization sequence of /'^.^" n l ? T-.;* structures at eel I -substrate contact 
colocalized with o.6p4 »d HDI/plectin m d.s J'* 1 J™™"^ coimrnU nop re cipitated 
sites. However, the recombinant forms £J^ t ^X Q~ rt ant domains within 
with either a6 or ^^^^^^^^^S^Zd mutant forms of H 
o6 P 4, we have transacted COS-7 «Hs witj c ^£> f mutations of the 

which either lack ^ cytoplasmic ™ ^ ^ Lunt fonnsof (W. 

"tyrosine activation motif In CO^ cells expressing o diffusely distributed 

BP 180 was not colocalized with a6p4. °£ don 4in of p4 in 

over the cell surface. To confirm the invo Wernent rf*^^ m wWl cDNAs & a6 
determing the djstnbutton of BP18Q.COS -7 cell ™ d . f p4 fuscd l0 lne 
and a fM/pi chimeric colocalized with u. 

cytoplasmic domain of p 1. In lr ™cctca ceiis. or SCQUences contained in the 

i p 4/l chimera in focal adhesions. O"'/'^ 1 ^ the subcellular 

cytoplasmic COOH-terminal half of p4 m "^^^^^ l i lhidt i are relevant for 
distribution of BP 1 80. These observations provide new msignts. wno 
meunS^ • 



1 WITHIN THE LAMINA DENSA. T M P c " nfl ? a H Shimmi. C . Yse . 
LOCALIZES Wll hiin mt ^fr™ " . K Ya ncev Deoartrnent of Dermatology, 

abnormalities in BPAG2 are TO P° k ralb '% f f "^P?™^"^ Adhesion 10 basement 
bullous diseases. To undersund BMG2 J^^oW^SbiBit was used to 
membrane (BM). purified lgG agauw a toulwru^odrf ^XunoBoM electron 

S^SofVp^S 

virus that produced a 70 kD recombinant form of BPAG2 BV4 u U . BV4 lgG 
characu.nL. and used I » -ise bi^r | STK^^SSi^&SS^BlS^ butS 

srorrr m tof y ^» 

anu'ri ^/icol xtcnsively hound anchoring filaments on the ep.de rmi la de of *e 
X^te-Sresungly. {is ^°^^^^%S?£* . 

.•xclusivclv with n the lamina densa. BPALi.i is me iwm iik«^«"'- , RM 

thl inuSuTar^ HD plaque of BKs to (he lamina densa of human epidermal BM. 
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™ *>0-K» BULLOUS j«»^g^ E *^, c « B ^ 

components. One ol these s BPAtn wnicn * a { BPAGi expression was 
autoantigens in bullous pemph.goid. In this study, e,uc *^tion o i seq ^ ence 0 ) the 

accomrlhed by generating a Jonstruc^nsBting ^%^J^^ flections 
murine BPAGt promoter, lintodto a ^ ^J^s ^^tochernical staining tor fl- 
o) BPA/LacZ into munne keratmocytes or j^biasis wj m ^ Northern 

galactosidase ^on^e, To examine the « 

analyse .nd-cat^g 0 f trans genic mice was generated usmg 

v/vo expression 01 dkaoi . a noniutyyuu^ trarmnpnic mice reveaed Lact 

BPMLacZ construct. Histoch e m lC al analyse i of adU LJ^Jf n * , ™ e derrnis . Tne 

expression in the basal I Mir y-gft^^ ^f edTn embryos trorn day 7 to wtr. 
developmental expression d BPA^acZwas exam neo y somjte faut n0 tn 

BPA/LacZ expression was detected a^ i day 9^ J'^ 1 ^P e y h spinal and cranial ganglion 
epithelial cells. At day 10.5, expression ot LacZ ^was ^f d ^ ne ^ so UcZ expre ssion was 
cells, and in the neuro-epithelium oi ^^^^^^J^^^'iS^. This pattern ot 
found in the cutaneous epdhehum n f^ 2 % ,n w * h / n d /^ gen e in the nervous 

expression continues unul the age o1 day 12.5 ' ^f"^^^ n ° the U hair follicles. These 
sys'tem stops, but is cominuoysly dewaab te w.th, " *^^ s m a ^ he ~ earty embryor* 

bullosa with muscular dytrophy. 
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tup v> CHAIN OF LAMININ •> IS PROCESSED BY BMP-1 AND PROCESSING IS 

SfflSS^ to Basement membrane assembly in vivo, s A i mM ;" ■ K . 

1 TllSSof dS IJo^. H^d 'Medical ^Jj^ 

hirK dnU rs r . PU i ^avn . t Ma «acriusctts General Hospital. Boston, MA; Shiseido 
Cutaneous B^^^^^^Xh^a l£uf ftnSSy of Wisconsin, Madison, WI: 
Life Science Research Ccmcr. Y ^^^J^l:^" of Medicine. Boston, MA. 

^Vandcrhilt University. Nashville, TN, Tufts Umvcrsu> acnoui u funoion of 

Laminin 5 chains are proicolyUcally processed I « vuro and i«m no. g We 

morph t >gcnic prnicin 1 (BMP-1 ). Rc^rnhmant ^ BMP-1 d^^JJ f ^ ^ 

inrubiuon of BMP-1. aMr-i is cxprcw>w »y tu ""**~ nM1 J . i mmuno nreciDitaie BMP- 
amplifieation. Po.yc.onal *«*»^i^n^^ human 
1 from kcraunocytc medium. Art .^ "^"y talwcriTflLning is also seen along the 
Uircsktn sh t »w localizauon pnmanly to the (fcimis. J ™»™^2l aec of about the 

kcaninocyics fnr anti-BMP-l anumxues J ™* . dcmonS ir atc a lailure of dermal- 

with the ohscrvations will nc discussed. 
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TYPF VII (ANCHORING FIBRIL) COLLAGEN EXISTS IN HUMAN 

intestine and prompUy immersing '* « » c ^ t l r ^ Wcste rn blot analysis of 
7 in 7 out of 7 intestine samples by immunostaining ana i^mcti j r 

xtracted gut proteins. Further using ~r jwcntly dev e ^^^fi'S'ffj 
eukaryotic recombinant nonncollagenous domain (NCI ) » ^target t^n en ™ . 

^Dermatol - f ^^^j£ { 5&v5%** 
with biopsy proven Crohn s Dise J« IN - sm - «n ^ ^ 

^ffinSta "n^ Western Wo^alysis using the recombinant 
most frequently associated systemic illness with LBA. 



